Communicating synergism in drug combination studies.
Isobolograms are used to identify synergistic effects of drugs given in combination. However, the traditional isobologram provides only a qualitative determination of synergism. The present report describes two procedures for quantifying the synergistic actions of drugs based on isobolographic plots. The point at which the derivative of the isobolar curve equals negative one provided an estimate of the optimal dose ratio and the axis intercept of the tangent to the curve at this point provided an estimate of the extent of expected dose synergism. The degree of effect potentiation was expressed by calculating the ratio of the observed to that expected if the drugs were simply additive in their effects. These procedures provide two direct, although non-statistical, means to communicate synergism in drug combination studies.